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TOM TAT

Muc tiéu: Danh gia hiéu qua va tac dung thudc tiéu soi huyét trong diéu tri dot quy thiéu mau
tai Bénh Vién Nhan Dan Gia Dinh.

Phwong phap: tién ciru, md ta 15 trwdrng hop.

Két qua: Trong 2 ndm 2004-2006, trong s 15 trwdng hop, ¢6 11 trwéng hop dworc dung rtPA voi
liéu 0,9 mg/kg va 4 trwedrng horp véi liéu 0,7-0,9 mg/kg. S6 bénh nhan tré vé binh thurong trong 24
gi&r dau 1a 5 trrdng hop (33,3%), ¢d 9 tridng hop con song >90 ngay, 4 triedng hop con dang theo dai
<90 ngay, khdng cé bién chirng xuét huyét ndo trong 36 gior dau, mot trwrdng hop tr vong, chua thay
trudng hop nao téi phat.

Qua 15 trwérng hop dung thubc tiéu soi huyét, nhan thay két qua 1am sang cai thién tbt, giam tan
phé, cai thién dwoc diém s6 NIHSS, bénh nhan xuét vién som, khong cé trwerng hop ndo xuat huyét
nao.

ABSTRACT

FIBRINOLYTIC THERAPY WITH rtPA IN ACUTE ISCHEMIC STROKE: A PRELIMINARY REPORT OF
15 CASES

Objective: To evaluate effects and complications of rtPA for treating acute ischemic stroke at Nhan Dan
Gia Dinh hospital.

Methods: Prospective, descriptive pilot study.

Results: During 2 years (2004-2006), 15 cases were enrolled to receive rtPA as a fibrinolytic treatment.
Among them, 11 cases were received rtPA dose of 0,9 mg/kg and 4 cases of 0,7-0,9 mg/kg. Five patients
(33,3%) recovered during the first 24 hours after giving tPA, 9 survived >90 days, 4 are being followed up
with the duration <90 days. One death was recorded No intra-cranial hemorrhage occurs during the first 36
hours after starting rtPA.

Over 2 years using rtPA as a fibrinolytic treatment, we learned that rtPA has provided clinical
improvement for patients with acute ischemic stroke such as disability alleviation at discharge, shortened
hospital stay, and no occurrence of intracranial hemorrhage during the first 36 hours after starting rtPA.
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I-DAT VAN BE

Kinh & phat trén, nén téi tho dugc nang cao, ning cac $u t6 nguy @ nhr ting huyét
ap, téu duong, thibc 14, ing my mau, it hat dong thé luc, gayde da hé théng tim mach trong
d6 mach mau nao iton throng cang ldc cang nhi

Tr nam 1992, nhiéu Trung tam Dot quy d& dwgc ra doi tai My nhr cac o s cia
nhitng trong dai hoc ndi tiéng Stanford, Washington, 1oWa dé di sdu nghiénieu bénh mach
méau ndo. Ngoaian dé cip aru bénh nhan (BN), cac Trung taBwt quy con gii quyét phong
ngira cip | va Il (tri liéu thude, thayddi 16i song, sra chira cac én throng mach méau nix dat stent
dong mach cnh, ...),dao ko cac chuyén viéndwiot quy, nhim cung ép cho cac tugn y t.

Niam 1996, Gr quan Quan ly Thuc va Drgc pham Hoa Ky (FDA) d& céng nan thudc

tiéu sy huyét rtPA (recombinant tissue Plasminogen Activator) (b&ong mai la Activase [@a



Genentech] va Actilyse f@ Boehringer Ingelheim]) trontjéu tri dot quy thiéu mau néo. K tir
day, da c6 nhéu cong trinh nghiénia (g ding thubc nay cé hiu qua vai diéu kien tuan th cac
quidinh aia NINDS (National Institute of Neurological Disorders zS”uzbke)(“ 7

% hiéu biét sau &c vé sinh Iy enh hyc® ciia dot quy thiéu mau noap do huyt khoi da
cho thiy trong 6 g dau ké tir khi khoi phat tréu ching c6 tie ciru $ng € bao ndo vang trankbit
tranh sdng (penumbra).

Hén nayd nudc ta tuy clra hinh thanh cac Trung tabaéu tri Dot quy, chra ¢ chuyén
vién chim sécdot quy, du nhu &u duoc diéu tri rat Ion va BN c6 kb ning chi té chi phi thuc
tiéu sy huyét rtPA. Trong hai Bm qua (2004-2006)aitBénh Vien Nhan Dan Gidinh da
nghién @u s dung rtPAdé diéu tri cap airu cho 15 tnrong hop ddt quy, thiéu mau ndo nlm
rat kinh nghiém xi tri.

II-PHPONG PHAP NGHIEN CruU

Plrong phéap nghién ¢u: Tién aru, md & 15 tirong hyp d6t quy thiéu mau ndo. Bu hét
cac taong hyp dugc bac 8 khoa ép aru théng bao khi BN rip vién, vadé tranh thi thoi gian
tai khoa ép aru thyc hién lay mau lam xét ngkim va theo BNién phong chn doan hinhanh
doc két qua som trén may CT. Sado, quyétdinh sr dung liéu thudc bolus va trugn tinh mach
qua m tiém tr dong ngay 4i khoa @p aru khi c6 chidinh, dung thandiém NIHSS National
Institutes of Health Stroke Scili theo d6i din tién bénh va dung thandiém mRS
(modified Rankin Scodetanh gia phc hdi chic ning aia BN &9
Céc BNdugc dua vao nghiéniu khi thoa caadiéu kign sauday:

Bon diéu kién chap thuan:

1- Tir khi khoi bénh dén khi diing théc dwéi 3 gio.

2- Tudi >18.

3- Thangdiém dot quy NIHSS> 4diém.

4- CT-scan khéngan quang: khéng céad xuit huyét ndo, du giam dam d9<1/3 ving nudi

cuadong mach néo gka (hypodense<1/3 MCA).

Moi lam diéu kién loai trir:

1- Pt quy, hoiic chin thwong diu niing trong vong 3 thang taréc.

2- Phau thuat haic chin throng riing trong vong 14 ngayusc.

3- Bénh sr ¢6 xuht huyét ndi so, di dangdong-inh mach (AVM), phinh mach néo.

4- Xuit huyét tiéu hoa-dwong nigu trong vong 21 ngay turéc.

5- Choc do tuy song hdic choc dong mach ma khéng nén ép trong vong aru

6- Triéu ching nke haic hoi phuc nhanh.

7- Huyét 4p tdm thu >185 mmHg hdic huyét a4p tm trwong >110 mmHg hdic doi hoi
diéu tri ha ap tich arc (thudc quadwong tinh mach) dé ha huyét 4p BN dén giéi han
cho phép.

8- Co git luc khoi phat.

9- Tri éu chirng xuat huyét dwéi nhén.

10- Nhdi mau  tim gan day (trong vong 6 tan).

11- Dung thiéc khangddng hac prothrombin time (PTT) >15 giay (INR >1,7).

12- Dung heparin trong vong 48atrude khi dot quy khoi phat va PTTang

13- Tiéu ciu <100.000/ mm

14- Pwong huyét <50 mg/dL (2,7 mmol/L) haic >400 mg/dL (22,2 mmol/L).

15- Phy nit ¢6 thai hac dang nudi con ing gra me.

Chdng cH dinh trong doi:
- Nhoi mau mo hd (subtle) >1/3 vingudi mau dia dong mach ndo dia (thly tran va thuginh).
- Piém dot quy NIHSS >22 (doiang nguy © cao Xt huyét néo).

- KET QUA



1) Pgc diém bénh nhan (BN):
- Gigi tinh: Nam: 8 BN, Nr: 7 BN.
- Tudi: tir 27 — 79 tdi (54,1)
Tién cn:
- Tang huyét 4p 10 teong hyp (10/15).
- Hat thibe: 5 trong hop,
- Rung nfi: 4 tnrong hop,
- Tiéu duong type 2: 2 twrong hop,
- Tién cin dot quy >3 thang: 1 wong hyp.
2/Thei gian diéu tr
- Thoi gian trung binhit luc khoi bénhdén ding théc: 123,3 phat
- Thoi gian tr khoi phatdén cip aru: 15-95 phut (trung binh 45,3)
- Cap oiu tri liéu thude trung binh: 78 phtitlic dén ara kenh vién dén lic cho thidc)
Gi® dén khoa c 4p curu:
C6 6 trrong hyp dén vao bidi sang (5g — 10g), 7¢ong hop chiéu (11g — 15g), 2 trong hyp xé
chiéu (169 21g)da $ BN dén vao bi sang va chiu (87%).
- Chi ¢6 1 trong hyp duoc chuyén dén bing xe ép aiu.
Th&i gian t  khi vao ¢ 4p cteu dén lic cho rtPA:
- 3 trwong hyp dén ssm 20-30 phit ning  phii mat 120 phut sau ti duoc ding thide (do \an
d& kinh 8).
- 2 tnrong hyp dén khoa ép aru trong 90 phit véwoc Sr dung $m trong 25- 65 phit.
- CAc tirong hyp con hi thi thoi gian tr nhadén cip aru va thi gian sr dung thude 1a hop ly.
Th&i gian theo doi BN:
- <3 thang: 4 trong hyp theo doi
- >3 thang: 10 trong hyp theo doi
(>12 thang: 4 trong hop khong tai phat)
-1 tredng hop hap hoi xin Vvé.
3) Két qui CT Idc nhip vién

Panh gia CT da trén tiéu chin nhing bién doi som trén CT (Early CT Changes in Acute
Ischemic Strokejheo luat mét phan ba 461718

- Binh tlrong: 6/15 trrong hyp (40%)

- Xoa ranh vd ndo (Loss of sulci): 2/2%oing hyp (13%)

- X04 bién dii chit tring-xam (Loss of gray-white matter): 2/1&dng hyp (13%)

- Ghm dam do chat trang (Acute hypodense of white matter): 4/hfvtig hop (27%)

- Heu ing khbi (Mass effect): 1/15 trong hyp (6%).Day la nét truong hyp ning c6 gim
dam do>1/3 viing nudi 6a dong mach ndo gka, sautd khi kiém tra CT hi cho tHy giam dam do
chit tring va tingdam d¢ déng mich ndo dgira chémuu thé (phan M1 va M2 @adong mach
nao gira).

- Tangdam do dong mach nao gia (Hyperdense of MCA): 5/15uing hop (33%)

4) Tudi vadap ing diéu tri
>65 twhi: ¢ 3/5 BNdaping bt vai diéu tri, mot treong hop dapting khong bt: thangdiém
NIHSS >20 IGc nfip vién va sau 24 ¢ivan >20diém.
<65 twHi: 10 tnrong hyp déu daping 1t (66,6%).

5) Liéu lugng.

Trong 11 trong hyp, licu dugc dung 1a 0,9 mg/kg ¢ 2utbng hyp (treong hop 6 1 va 7)
NIHSS t6 vé binh throng sau 24 @i (2/15= 13%). 4/11 trong hyp wi thangdiém NIHSS nlap
vién la: 7, 12, 18, 7 ning khi xut vién c6 mRS binh thyng (36%). Mt truong hyp hap hbi xin
vé c6 thangtiém NIHSS Itc nBp vién >20diém.

Do can ing BN tHip, trong khi nat lo thusc Actilyse chira 50 mg, nén cé 4udng hyp duoc
dung léu tir 0.7mg/kg - <0.9mg/kg. & qua cho thiy NIHSS gim chim ¢ 3 treong hyp, nhrng



vé saudéu c6 mRS<3. Con 1 twong hyp véi NIHSS = 0 sau 24 gidiéu tri (1/4= 25%). T lé ra
vién binh throng thip hon & liéu 0,9mg/kg, nling tt ca du hau déu tt.

6)Dw hdu
- Nam vién <7 ngay: 6 teong hop (6/15= 40%).
- Tré vé binh throng Wi mRs= 0 1a 5 wrong hop.
- Dy hau tt: 13 tnrong hop,

Dy hau xu: 2 tnrong hyp voi thangdiém NIHSS Itc np vién >20: 1 teong hyp Hap hbi
trugc khi ra vén c6 mRS>5 sau khi &m vién 6 ngay va 1 trong hpp nim vién 35 ngay i mRS
la 3 trde ra vén.

IV) BENH AN 2 TRU'ONG HO'P BDAC BIET

1) Trwong hep 1 (tré tusi NIHSS >20)dap ing tt véi tri liéu.
BN nir 39 twi, nhap vién ngay 13/03/2006, 2 @irudc nhp vién BN yéu liét nira ngroi phai,
nai do, liét VII trung wong phii, Babinski drong tinh bén pii, thangdiém NIHSS = 2atiém,
mach 76 hn/pht, huyt ap 138/80 (mmHg), néii ¢6 37°C, nhip thy 20 kn/ phat. Tén cin cao ap
huyét khaang mt nim, khdngduoc tri liéu. Xét nghém khin: TQ= 14 giay, TCK= 25,3 giay,
INR= 1,3, téu ciu 202.G/L duong huyét 139mg%, ECG= nip xoangdéu tin s that 75
lan/phat, CT (Hinh 1 & 2).
Hinh 1,Hinh 2: Xo4 dii ru- ban thuy ddao T. Xod, gidm ddm d6 nhan béo T

Sau 24 gitri liéu, thangdiém NIHSS 1a 11 va sau tam ngaymmvién, thangdiém chirc

nang mMRS= 1 va sau 1 thdng, mRS=0

2) Trwong hep 2 (bn tugi, NIHSS >20)
BN nit 79 tubi, nhap vién 18/11/2005, 20 phituéc khi nhip vien BN dot ngot bi dot quy list
nira Ngroi phai, tiép xac kho, khéng néi chidy, thangdiém NIHSS = 22. Tan cin bi cao hugt
ap ot thang nay c6 theo ddiéu tri. Xét nghém: duong huyét: 116mg%, TQ= 12.8 giay, TCK=
25.5 gidy, INR= 0.93, &1 ciu=321.G/L, ECG nip xoangdéu tan & 75kn/phit. Mach:
80lan/phut, huyt 4p 170/100 mmHg.
BN nay bn twi tuy khéng cléng cti dinh ding rtPA naing thangtiém NIHSS= 22 lic nip
vién. Lam CT scans fly c6 tingdam do dong mach néo gka bén trai va gim dam do nhe trén
mot phin ba ban &u ndo trai datong mach ndo gka nubi (hinh 3)



HinhBing ddm d6 dong mach ndo gitta T

la mot chong chi dinh trong ddi, nhung Wi sy dong tinh @a than nhan nén Bliiroc cho thiéc
rtPA vao llc 145 phut sau khi &hbénh, 24 g sau khong thy cai thién va chup CT Scansal
thay giam dam doé lon hon 1/3 ban &u phai (hinh 4, hinh 5).




Hinh 4:Gidm dam do dong thai duong T Hinh 5: Gidm dam do cd badn ciu dai ndo T va
hiéu @ng khoi T

Sau s&u ngaym vién, BN khéng éi thién va \é trong tinh tang Hip hi.
V) BAN LUAN

Nim 1995,nghién aru NINDS,™ ngiu nhién, catdi ching Wi gia dugc gom hai pln:
Phin 1 nghién ¢u trén 291BN cho tly khéng c6 khac bt cé y nghia \é sir cii thién than kinh
trong 24 gb gitta nhdm dung thic rtPA va gi dugc mic du bi ich thay rd trong nhém rtPA khi
theo doi trong ba thangat ca cac Kt cyc. ich bi lau dai \& lam sang ga aia rtPA ¢ nghién
ctu phin 1) dugc xacdinh ¢ phan 2: cé it nt 30% BN dung rtPA it khning haic khéng ltan
tat sau ba thang theo thadigm danh gia. Xét huyét ndo co tgu ching trong 36 gi sau khi
khoi phatdot qui la 6,4%¢ BN dung rtPA nirng cH c6 0,6%0 BN dung ga duoc. Ty I¢ tir
vong sau ba thang la 178mhom rtPA va la 21 % nhom gi dugc (p=0.03).

Nghién aru STARS™® nim 1997-1998@ dung rtPA trén 389 BN&i tudi trung binh 69
(28-100). Kt cuc dugc danh gia Bing thangtiém mRS. Kt qua cho thiy thoi gian trung v tir dot
quy khoi phatdén khi ding théde rtPA la 2 gb 44 phut, thangiém NIHSS trung vla 13. Sau 30
ngay, ¥ 1é tr vong la 13%, 35%3sBN c6 @i thign mRS (0-2). Xét huyét ndo sau 3 ngay la
3,3% trongd6 c6 7 BN & vong. Xuit huyét ndo khdng tdu ching sau 3 ngay 8.2%.&qua
nghién @u nay cliing © viéc ar dung tPA trongdiéu tri dot quy cho Kt cuc kha quan vay Ié
xuit huyét néo thp.

Qua 15wong hop nghién éu tai BVND nhan thiy tudi cao @ia BN khong la cbng ch
dinh dung thdc. Thube dung & 0.7- 0. 9mg/kg &n c6 héu qua. Khong c6 teong hop nao xdt
huyét trong 36 gb dau sau khi dung thic. Hai trong hyp v6i thangdiém NIHSS >20 1a obng
chi dinh trong déi (2/15) ¢c6 @ hau xau. C6 33% & BN, thangdiém NIHSS IGc nhp vién 7-18
trg vé binh throng tnrée khi ra vén. Mot truong hop de hau xau (1/15= 7%).

VI- KET LUAN

Tuy $ truong hop it oi, nheng liéu phap rtPA c6 Igu qua trén 13/15 BN, dliang Van nhidu
lo Au cho 8 xuat huyét ndo. Tuy nhién,an than trong khéng ding thic & BN c6 NIHSS >20
diém. O cac BN nay thong c6 nlbi mau ndo>1/3 ving nudiia dong mach ndo gka (nhit la co
tang dam do dong mach ndo gka mdt bén, @n truy tim vang gim dam d¢ kém theo).
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